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With interest we read the recent paper by Bowen et al. in which
they propose that detection of in vitro susceptibility of Strep-

tococcus pyogenes to trimethoprim-sulfamethoxazole (TMP-
SMX) is enhanced by testing on media containing low concentra-
tions of thymidine (1). Whether their data on in vitro
susceptibility can be extrapolated to the clinical use of TMP-SMX
in clinical infections due to this organism is unclear.

Traditional teaching in infectious diseases and microbiology
has suggested that S. pyogenes is largely resistant to TMP-SMX,
and, in fact, the drug has been incorporated into selective media
for isolation of S. pyogenes from throat cultures (2–4).

Recently we observed two patients with skin and soft tissue
infections due to S. pyogenes who were treated with oral TMP-
SMX and suffered adverse outcomes.

The first patient, a 40-year-old previously healthy man, pre-
sented with a hand wound related to an occupational cut. After the
wound was cleaned, he was discharged on TMP-SMX (160 mg of
TMP component twice daily). He returned 48 h later with a hand
infection that had progressed to necrotizing fasciitis. Wound and
blood cultures grew S. pyogenes. Susceptibility testing with TMP-
SMX was not done.

The second patient, a 38-year-old woman with multiple skin
abscesses, was treated with surgical debridement and tigecycline
(50 mg intravenous [i.v.] administration twice daily) for 3 days
followed by oral TMP-SMX (160 mg of TMP component twice
daily) for 6 days. A wound culture grew S. pyogenes (no suscepti-
bility testing for TMP-SMX was performed) and methicillin-sen-
sitive Staphylococcus aureus (MRSA) susceptible to TMP-SMX.
She expired after presenting in septic shock 24 h after discharge.

In vitro susceptibility of S. pyogenes to TMP-SMX is less rele-
vant than the clinical efficacy of this agent in treating infections
due to that organism. Thymidine may become available to infect-
ing microorganisms from damaged host tissues and bacteria, al-
lowing microorganisms to overcome the metabolic block (5).
Clinical failures in the treatment of MRSA infections have been
attributed to this mechanism, and animal model data in MRSA
infections support this explanation (5).

Human sera and urine contain detectable concentrations of
thymidine and folates (6, 7). Even when an organism is demon-
strated to have in vitro susceptibility to the drug, use of TMP-SMX
has been discouraged for enterococcal urinary tract infections be-
cause of concern about exogenous thymidine and folates being
available to the infecting organism (7). As pointed out, TMP-SMX

has not proven to be an effective agent for treatment of strepto-
coccal pharyngitis (1).

We urge caution in the use of TMP-SMX for S. pyogenes skin
and soft tissue infections before the availability of human clinical
studies. The study of impetigo being conducted by the authors
may not resolve the question of clinical utility of TMP-SMX for
these infections, as spontaneous resolution of impetigo is not un-
common (8). Data from animal models of infection would be
desirable in helping to resolve this question.
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